Methods for compound selection focused on hits and application in drug discovery.
In the context of virtual screening calculations, a multiple fingerprint-based metric is applied to generate focused compound libraries by database searching. Different fingerprints are used to facilitate a similarity step for database mining, followed by a diversity step to assemble the final library. The method is applied, for example, to build libraries of limited size for hit-to-lead development efforts. In studies designed to inhibit a therapeutically relevant protein-protein interaction, small molecular hits were initially obtained by combined fingerprint- and structure-based virtual screening and used for the design of focused libraries. We review the applied virtual screening approach and report the statistics and results of screening as well as focused library design. While the structures of lead compounds cannot be disclosed, the analysis is thought to provide an example of the interplay of different methods applied in practical lead identification.